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Progress in diagnosing, treating, and pre-
venting medical conditions that impair
decision-making abilities depends on clini-
cal research involving individuals who may
be either unable to or have diminished abil-
ity to give informed consent. Such research,
however, raises ethical concern and contro-
versy about the potential exploitation of
these vulnerable individuals. This article ad-
dresses a range of ethical and practical issues
concerning the enrollment of adults who are
decisionally impaired, and those at risk of
becoming so, in clinical research. These in-
clude (1) the relationship of decision-making
capacity to competence, and the framework
for determining competence in adults receiv-

ing clinical care and making treatment deci-
sions for those who lack competence; (2) the
differences between clinical practice and clinical
research that influence the criteria for permissi-
ble research involving incompetent adults and
the applicability of the framework guiding treat-
ment decisions to clinical research decisions; and
(3) the regulatory framework developed to guide
the ethical participation of children in research
and its applicability to determining the scope
and limits of research with incompetent adults.
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The moral and legal acceptability of informed
consent for research participation requires the
voluntary and informed consent of a competent
individual. Individuals with diminished ability to
make rational decisions may not be competent to
give informed consent for research participation.
Nevertheless, evidence-based improvements in
health care services and prevention efforts for a
variety of medical conditions depend on research
involving individuals with, or at risk for, decisional
impairment. Yet enrolling decisionally impaired
individuals in research is fraught with ethical peril
as it challenges a fundamental norm of research
ethics: that participants in research must give

informed consent. How can needed progress be
achieved without exploiting individuals who are
unable to make informed choices to enroll in or
withdraw from research?

Diminished decision-making ability is found
in many common medical conditions. For exam-
ple, the potential for compromised decision
making is well recognized in neuropsychiatric
disorders,1 such as Alzheimer disease2,3 and
schizophrenia.4 Significant contributors to the
global burden of disease in the United States are
also associated with cognitive impairment:5
ischemic heart disease,6 motor vehicle acci-
dents,7,8 cancer,9 HIV/AIDS,10 alcohol abuse and
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dependence,11,12 cerebrovascular disease,13

chronic obstructive pulmonary disease,14,15 self-
inflicted harms,16 depression,17 and diabe-
tes.18,19 Individuals with decisional impairment
are treated in a variety of general medical treat-
ment settings, including emergency depart-
ments,6 intensive care units,20,21 hospice and
palliative care settings,22,23 as well as in settings
specialized for the care of patients with neuro-
psychiatric disorders, including nursing homes24

and psychiatry and neurology units. Outcomes
research aimed at improving treatment and pre-
vention efforts for these conditions in real-world
settings requires consideration of the issues
raised by enrolling in research individuals with,
or at risk for, decisional impairment.

This article addresses a range of ethical and
practical issues concerning the enrollment of in-
competent adults, and those at risk of becoming
so, in clinical research. First we address the rela-
tionship between decision-making capacity and
competence and discuss the framework for deter-
mining competence in adults receiving clinical
care and making treatment decisions for those
who lack competence. Then we address the differ-
ences between clinical practice and clinical re-
search that influence the criteria for permissible
research involving incompetent adults and the
applicability of the framework guiding treatment
decisions to clinical research decisions. We also
discuss the regulatory framework developed to
guide the ethical participation of children in re-
search and its applicability to determining the
scope and limits of research with incompetent
adults.

The Relationship Between
Decision-Making Capacity and

Competence

Adults are presumed competent to make their
own decisions. The authority to deem an adult to
be incompetent is vested in the judicial system,
and rulings of incompetence are generally made in
relation to a specific functional task (eg, write a
will, manage ones own finances, make medical
decisions). Review of judicial decisions regarding
incompetence across a variety of tasks finds a
common set of decision-making abilities to be
important.25 The evidence upon which judicial
determination of competence relies includes a
formal assessment of decision-making abilities by

medical professionals with appropriate expertise.
The clinical assessment is generally referred to as
the assessment of decision-making capacity.

In the medical setting, practical constraints fre-
quently preclude judicial review of an individual’s
competence. Expertise is readily available for per-
forming capacity assessments, and it would be
difficult to provide judicial review whenever a
patient’s competence is questioned. In this setting,
informal judgments about competence based on
these capacity assessments are generally accepted
as reasonable proxies for judicial review. Conse-
quently, the terms competence and capacity are
often used interchangeably in the medical setting.

Nevertheless, competence and capacity are not
the same. “Competence” refers to the legal and
moral status of individuals that entitles them to
make their own decisions. “Capacity”refers to the
different cognitive, affective, and volitional abilities
that underlie competence. Profound impairment
of these abilities renders individuals incompetent
and requires that others make decisions on their
behalf. Judgments of competence function norma-
tively to designate a dichotomous status (ie, per-
mitted, or not permitted, to make decisions),
whereas decision-making capacity varies along a
spectrum from fully capacitated to totally incapac-
itated.26 Individuals may be competent even
though they suffer from diminished capacity. The
threshold for incompetence varies depending
upon the task an individual is called to perform.
Unfortunately, limited empirical data are available
to help determine appropriate thresholds. There-
fore, the determination is generally made on a
case-by-case basis. In this article, we use the terms
“capacity” and “diminished capacity” to refer to
results from the clinical assessment and “compe-
tence” and “incompetence” to refer to the judg-
ment made about the status of individuals to make
morally binding decisions for themselves.

Framework for Determining Competence in
the Treatment Context and Making
Treatment Decisions for Incompetent
Adults

Several important points of consensus have
emerged for determining competence in the treat-
ment context and making treatment decisions for
incompetent adults.26,27 First, competence is un-
derstood as relative to the type and complexity of
the treatment decision at stake. Some decisionally
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impaired patients are competent to make simple
treatment decisions but are incompetent to make
complex ones that require weighing and balancing
the risks and benefits of alternative treatments and
factoring in uncertainty about outcomes. The as-
sessment of capacity that informs decisions about
competence includes assessing the abilities: (1) to
make and express a choice, (2) to understand
information relevant to the treatment decision, (3)
to appreciate the significance of this information
to the individual’s own situation, and (4) to reason
with the relevant information in weighing op-
tions.28 Neither mental status examinations nor
medical diagnostic categories in themselves yield
sufficient indicators of capacity or incapacity to
make treatment decisions.2 However, poor perfor-
mance on mental status examinations suggests the
need for a more formal capacity assessment. With
the exception of conditions associated with loss of
consciousness, lack of decision-making capacity
cannot be reliably inferred solely from diagnostic
categories. For example, although Alzheimer dis-
ease is associated with profound cognitive impair-
ment, individuals in the early stages of this disor-
der are often still capable of making their own
treatment decisions.

Second, thresholds for competence to make
treatment decisions should adopt a “sliding
scale.”29 Just as thresholds for competence vary
according to the complexity and uncertainty em-
bedded in the decision, the threshold should be-
come more demanding as the risks of a treatment
intervention and the uncertainty of its benefits
increase.

Third, assessing capacity is the responsibility of
the treating physician. In cases where competence
is called into question, a psychiatric or neurologic
consultation to more formally assess decision-
making capacity may be indicated.

Fourth, when patients are judged incompe-
tent to make treatment decisions, surrogate
decision makers must be engaged. Two legal and
ethical standards govern surrogate decision-
making.30 If the prior preferences of the patient
are known, then the surrogate should make a
“substituted judgment” that he or she believes
the patient would have made if able; if not
known, then the surrogate and physician choose
the option believed to promote the patient’s
“best interests.” Exceptions include emergency
interventions or when surrogate decision mak-
ers cannot be found, in which case physicians
make treatment decisions for the patient. Pa-

tients may designate surrogate decision makers
through a durable power of attorney (DPA).
Additionally, written guidance about the pa-
tient’s treatment preferences may be available in
the form of an advance directive or living will.
The majority of patients have not engaged in
such formal advance planning, although many
may have informally communicated their pref-
erences. If no surrogate has been designated in
advance, next-of-kin are generally considered
appropriate surrogate decision makers. It is pre-
sumed that they know best the preferences and
values of the patient which should determine or
inform treatment decisions and that they will be
concerned to promote the patient’s best interest.

Differences Between Clinical Practice
and Clinical Research

While the conceptual and ethical framework of
decision-making about clinical care is largely ap-
plicable to the research context, it must be evalu-
ated in light of ethically significant differences
between clinical practice and clinical research.
Individuals may receive treatment in both con-
texts, but the orientation of clinicians is markedly
different. Ethically, clinical medicine is oriented
toward “personal care.”31 Patients receive individ-
ualized care by physicians dedicated to the pa-
tient’s best medical interests. The risks of diagnos-
tic procedures and treatment interventions are
justified solely by anticipated medical benefits to
the patient.

Some aspects of personal care may operate in
clinical research; however, as scientists, physician-
investigators are interested in patients primarily as
members of groups from which data can be ob-
tained for answering scientific questions. Clinical
research often imposes discomforts or risks of
harm on patient-volunteers that are not compen-
sated by personal medical benefits; these are jus-
tified, in the language of the US research regula-
tions, by “the importance of the knowledge that
may reasonably be expected to result.”32 For ex-
ample, in clinical trials patient-volunteers may be
randomized to treatment alternatives (or placebo),
patient-volunteers and physician-investigators
may be blind to which alternative is received, and
protocol-driven limitations may be placed on the
types and dosages of treatments. These features
depart significantly from personal care. Clinical
research can also include research procedures that
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offer no direct diagnostic or therapeutic benefit for
patient-volunteers.

Criteria for Permissible Research With
Incompetent Adults

Differences between clinical practice and clini-
cal research affect the applicability of the frame-
work developed for clinical care of incompetent
adults to the research setting. Four specific issues
deserve attention: (1) competence must include
the ability to appreciate the differences between
clinical practice and clinical research, (2) levels of
risk that are justified in clinical practice may not be
justifiable in clinical research, (3) a formal plan for
capacity assessment may be necessary in some
research protocols, and (4) surrogate decision
making should take into account the differences
between clinical practice and clinical research.

Competence Must Include the Ability to
Appreciate the Differences Between Clinical
Practice and Clinical Research

While the same four types of abilities that
constitute capacity to consent to treatment are
relevant to capacity to consent to research,33 ca-
pacity assessment in research is complicated be-
cause patient-volunteers may have a “therapeutic
misconception,” in which they perceive various
research interventions as being intended primarily
for their own individualized direct diagnostic or
therapeutic benefit.34,35 No agreement exists on
how realistic it is to expect sick patients deciding
to enroll in clinical research to be able to fully
appreciate the differences between personal care
and research participation. Nonetheless, the ability
to appreciate these differences may be so impaired
that some individuals, who may be capable of
making treatment decisions, should be judged
incapable of making research decisions.

To respect self-determination, the process of
assessing capacity may need to be accompanied by
interventions aimed at enhancing capacity. Per-
sons who at a given time are judged to be incom-
petent to give informed consent for research may
be brought to an adequate level of capacity in
response to medical treatment or intensive educa-
tional efforts.4,36

If adults are incompetent to make decisions, they
need protection to respect their rights and promote

their best interests. The Belmont Report, a landmark
report written in 1979 by a Presidential advisory
committee, articulated ethical principles and guide-
lines for research involving human subjects, upon
which many of the US federal regulations governing
human subjects research were subsequently
based.32,37 It asserts that “Respect for persons incor-
porates at least two ethical convictions: first, that
individuals should be treated as autonomous agents,
and second, that persons with diminished autonomy
are entitled to protection.”

Standards for enrolling incompetent individuals
in clinical research require striking a balance be-
tween these two components of respect for per-
sons. Incompetent persons should be protected
either by excluding them from research participa-
tion to prevent their exploitation or by enrolling
them in research subject to ethical safeguards.
These include suitable limitations on permissible
research in view of its purpose and anticipated
risk-benefit profile and surrogate authorization
and oversight.37–39

In general, enrolling incompetent individuals in
research when not scientifically necessary is ex-
ploitative.40 If valuable scientific studies can be
conducted with subjects competent to give in-
formed consent, then incompetent persons should
not be enrolled. Even when research is directed at
conditions likely to produce cognitive impairment,
individuals with those conditions who are incom-
petent should not be enrolled if the scientific
questions can be answered with subjects who
retain the ability to provide informed consent. An
exception to this exclusionary rule is when re-
search offers incompetent individuals a prospect
of medical benefit at least as favorable as available
treatment options in clinical practice. This type of
exception is built into the regulations allowing
waiver of informed consent in some emergency
research.41,42

Although no consensus exists on the level of
capacity required for informed consent for various
types of research, the uncertainty inherent in
research and the complexity of decision-making
demand that higher thresholds of competence be
set for research than treatment decisions. Just as
some patients who can make treatment decisions
may not be able to give informed consent for
research because they are unable to appreciate the
differences between clinical practice and clinical
research, some patients who are competent to
make treatment decisions should be judged in-
competent to give informed consent for research
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because of the complexities associated with deci-
sion making about a particular research protocol.
Similarly, individuals who are too impaired to
decide for themselves whether to participate in
research may still be able to appreciate the mean-
ing of designating someone to make research
decisions on their behalf (Fig. 1).

Individuals who lack capacity to give in-
formed consent may be capable of assent—a less
demanding standard of research authoriza-
tion.43 The US federal regulations on research
with children allow them to give assent for
research in accordance with their capacities for
understanding, appreciation, and reasoning,
along with parental permission.32 Adults who
are incapable of giving informed consent may
similarly have sufficient ability to assent to
research participation. Soliciting assent shows
respect for the capacities that they retain as well
as for their former autonomy.

Just as incompetent individuals are unable to
determine whether to enroll in research, they
are similarly unable to decide to withdraw from
research. Dissent is widely accepted as sufficient
grounds for withdrawing from research. How-
ever, it is also generally assumed that valid
dissent is a result of a rational decision-making
process. It is much harder to know how to
respond to behavior suggesting dissent that is
not the result of a rational decisional process; for
example, dissent that might be voiced by an
individual in an acute paranoid psychosis or
postconcussive state. Behaviors suggesting ob-
jection in these types of cases may represent
anxiety, confusion, or ambivalence rather than a
rational decision to decline participation. While
there is no consensus on what to do when faced
with these situations, withdrawing the individ-
ual from the research may not always be the
most ethically appropriate course of action.
Halting the particular procedure and consider-
ing reapproach at a different time may also be
appropriate. A surrogate decision maker can
sometimes be helpful in making these types of
determinations. Nevertheless, persistent objec-
tion is generally respected by withdrawing the
individual from research.44

Risk-Benefit Levels Appropriate for
Research With Incompetent Adults

While there are no regulations governing
risk-benefit assessment for research with in-

competent adults, the federal policy framework
for research involving children offers valuable
guidance. Under this framework, research that
provides a prospect of benefit to the child-
subject and/or poses minimal risk to subjects is
allowed.32 The regulations define “minimal risk”
as “the probability and magnitude of harm or
discomfort anticipated in the research are not
greater in and of themselves than those ordi-
narily encountered in daily life or during the
performance of routine physical or psychological
examinations or tests.”

Research that involves a minor increase over
minimal risk and does not hold the prospect of
benefit for the child-subject may also be justifi-
able if it fulfills the following conditions: (1) “the
intervention or procedure presents experiences
to subjects that are reasonably commensurate
with those inherent in their actual or expected
medical, dental, psychological, social, or educa-
tional situations,” (2) “the intervention or pro-
cedure is likely to yield generalizable knowledge
about the subjects’ disorder or condition which
is of vital importance for the understanding or
amelioration of the subjects’ disorder or condi-
tion,”and (3) “adequate provisions are made for
soliciting assent of the children and permission
of their parents or guardians.”32 Proposed re-
search that has greater than a minor increase
over minimal risk and no prospect of benefit for
the subjects must be approved by the Secretary
of Health and Human Services. These risk-
benefit categories seem reasonable to apply to
research with incompetent adults, even though
there is continued debate over how best to
interpret the definitions for the various risk
levels.45,46

The National Bioethics Advisory Commission
(NBAC) recently made policy recommendations

FIG. 1. Decision-making capacity.
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regarding research involving decisionally impaired
adults.1 In their controversial report, they recom-
mended only two levels of risk categorization as
opposed to the three levels used in research with
children. Reviews of national and international
policies, recommendations, and practices reveal
disagreement on this matter.38,47,48

Formal Procedures for Capacity
Assessment May Be Necessary

As in the case of clinical care, adults are gener-
ally presumed competent to consent for research
and formal assessments of capacity are not rou-
tinely performed. Determinations of competence
are ultimately the responsibility of physician-
investigators, who are charged with obtaining
informed consent. As noted previously, questions
about decision-making capacity in clinical situa-
tions are frequently referred to a consulting psy-
chiatrist or neurologist with appropriate expertise.

Some commentators have suggested that in
research with the potential for enrolling incompe-
tent adults, formal assessment of capacity should
be part of the screening process and precede the
giving of informed consent for enrollment, regard-
less of the potential subject’s appearance of com-
petence.26 However, formal capacity assessment of
competent adults goes against the presumption of
competence afforded to adults and may be an
affront to their dignity. Systematic formal assess-
ment of capacity can be incorporated as needed
into research on a protocol-by-protocol basis and
should be stipulated by IRBs when determined to
be important (eg, research on medical conditions
with high frequency of cognitive impairment, such
as schizophrenia and traumatic brain injury).

Further reflection on the differences between
clinical care and clinical research has prompted
some commentators to contend that capacity as-
sessment and competence determinations in clin-
ical research should be performed by disinterested
third parties.26 For example, citing concern about
potential for conflict of interest among physician-
investigators in making judgments about compe-
tence, which is not operative for physicians pro-
viding personalized clinical care, NBAC adopted a
modified version of this approach: “For research
protocols that present greater than minimal risk,
an IRB should require that an independent, qual-
ified professional assess the potential subject’s
capacity to consent.”1 In justification of this stance,

NBAC asserts, “This requirement of independence
is based on NBAC’s conviction that conflicts of
interest can, in some cases, distort professional
judgment, and that they should be eliminated
whenever possible.”1

Nevertheless, the existence of a conflict of in-
terest does not imply that independent capacity
assessment is necessarily required.49 Formal pro-
cedures to guide investigators in assessing capac-
ity and determining competence might serve ad-
equately to ensure unbiased judgments. Whenever
research is contemplated with subjects at risk of
losing decision-making capacity, IRBs should re-
quire that investigators describe in the protocol
how they plan to assess, and monitor, capacity.
Documentation of the capacity assessment should
be in the subject’s research record, as are docu-
mentation supporting other inclusion/exclusion
criteria.50 If independent capacity assessment is
required, it generally should be limited to higher-
risk studies involving individuals who are likely to
have compromised decision-making capacity.

Surrogate Decision Making Should Take
Into Account the Differences Between
Clinical Practice and Clinical Research

Except in the case of experimental emergency
interventions, enrolling incompetent patients in
clinical research can be ethically acceptable only if
appropriate surrogate decision makers give in-
formed, prior authorization. While this practice
may be ethically acceptable, not all states allow
surrogate enrollment of incompetent adults in
research.51 The ethical framework developed for
surrogate decision making for treatment decisions
offers useful guidance for the research participa-
tion of incompetent adults; however, it must take
into account the differences between clinical prac-
tice and clinical research.

Both standards governing surrogate decisions
for treatment, substituted judgment, and best in-
terest have limited applicability to the research
context.52 Everyone is liable to need medical treat-
ment, but most people never need to participate in
clinical research. Since research participation may
never have been contemplated, individuals at risk
of incapacity are less likely to have communicated
preferences and values relevant to research partic-
ipation than to treatment decisions. In some cases,
a person’s history of research participation may
offer guidance. Just as written advance directives
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often do not provide helpful guidance for all
treatment situations, so they may be even less
helpful for research decisions, in view of unantic-
ipated research situations.53,54 Accordingly, there
may be scant evidence to support a substituted
judgment for research participation. For research
involving adults who have never been competent,
no basis exists for a substituted judgment.55 Ad-
ditionally, because clinical research is oriented to
producing generalizable knowledge for the benefit
of individuals in the future, the applicability of a
medical best interests standard is questionable or
nonexistent for much clinical research. In some
cases, however, research participation may offer
the prospect of benefits that are greater than what
is otherwise available in clinical practice.

The framework developed for enrolling children
in research also offers some guidance for use of
surrogates in making decisions for incompetent
adults, in particular with respect to the issue of
assent discussed earlier.56 Nevertheless, the appli-
cation of this framework requires reflection on the
ways in which parental decision-making differs
from surrogate decision-making for incompetent
adults. Society grants a wide scope of paternalistic
authority for parents in rearing their children. It is
not clear that the same scope of discretionary
judgment appropriate for parental decisions to
enroll their children in clinical research should be
accorded to surrogate research decision makers for
incompetent adults. Unlike children, incompetent
adults may have adult preferences that developed
before losing capacity that should guide surrogate
decisions. In addition, parental decisions to enroll
children in nonbeneficial research, within accept-
able limits of risk, may fall within parents’ respon-
sibility for educating their children.57,58 Such re-
search participation may be seen, in part, as a way
to teach children about altruism and community
service. However, respect for their adult status
precludes a parental perspective as a rationale for
surrogate authorization of research participation
for incompetent adults.

Assessment and Education of Surrogates

A largely unexplored issue relating to the role of
surrogate decision makers in research is the as-
sessment of potential surrogates’ability to perform
this role and their dedication to the incompetent
adult’s well-being. Current policy at the National
Institutes of Health’s Clinical Center requires an

ethics consultation to assist in the selection of
surrogates for incompetent adult prospective re-
search subjects.59 Like patient-volunteers, surro-
gates may be subject to the therapeutic miscon-
ception that confuses clinical research with
individualized clinical care. Education for surro-
gates as well as consultation with a neutral pro-
fessional or lay advocate may help prepare them
for their responsibility to make informed choices
on the behalf of incompetent subjects.52

Monitoring the Decision-Making Capacity of
Research Subjects

Much more attention has been devoted in the
literature to protections at the initial stages of
enrollment and obtaining informed consent than
to the ongoing monitoring of capacity for research
subjects. Nevertheless, some subjects who are
capable of giving informed consent at the outset of
research participation may lose this capacity at
some point during the course of research. These
previously capacitated subjects may become suffi-
ciently impaired that they can no longer exercise
an informed choice to continue with or withdraw
from research participation.

Careful monitoring is important for research in
which loss of decision-making capacity is reason-
ably anticipated. Individuals may lose capacity due
to the natural course of their illness. For example,
individuals with Alzheimer disease can be ex-
pected to have a continued progressive decline in
capacity, while individuals with medication-
resistant epilepsy can reasonably be expected to
have several periods of temporary incapacity dur-
ing the course of their participation in research.
Alternatively, some individuals may be put at risk
for losing capacity due to the research procedures.
For example, this would apply to individuals with
schizophrenia participating in research involving a
medication discontinuation phase.60,61 However,
some losses will be unanticipated altogether.

Surrogate decision makers can play a valuable role
in subject monitoring and should be consulted by
the research team when there are doubts concerning
the well being or preferences of incompetent sub-
jects. Surrogates can help determine whether re-
search should go forward or whether the individual
should be dropped from the study and provided
personalized clinical care. In particular, they may be
able to provide guidance as to how to interpret an
individual’s voicing of dissent at a particular time.
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Some researchers have instituted a procedure
by which individuals likely to have declining ca-
pacity prepare an advance directive at the time of
enrollment that includes assigning a surrogate
decision maker to take an increasingly active role
in decision-making as the subject’s own abilities
decline.62 While this model will not work in all
protocols, it is a useful way to incorporate surro-
gate decision makers into a system of safeguards
for at-risk subjects.

Conclusion

Directions for Future Research

The ethical framework applicable to enrolling
incompetent adults in clinical research deserves
more systematic exploration and articulation.
While the framework for treatment decision mak-
ing for incompetent adults and the framework for
research with children are helpful, they fail in
several ethically important ways. More systematic
empirical data are needed to better understand the
extent to which adults in a variety of conditions
have impaired ability to give informed consent to
research participation. In addition, too little is
known about surrogate decision-making (eg, the
motivations of surrogates for enrolling incompe-
tent persons in research, their understanding and
appreciation of what research participation in-
volves, their knowledge about the research-
relevant preferences and values of the incompe-
tent individuals whose research participation they
authorize, and the extent to which they are in-
volved in monitoring research participation). Pro-
grammatic experimentation and evaluative re-
search are needed in the areas of enhancing the
capabilities of decisionally impaired individuals to
give informed consent, formal methods of capacity
assessment, independent capacity assessment,
consent monitoring, advance directives for re-
search participation, evaluation and education of
surrogates, and the use of lay advocates. Funding
sources for clinical research involving decisionally
impaired individuals should support initiatives to
improve the protection of these vulnerable re-
search subjects and to conduct well-designed,
ethics-related empirical research.
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